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We have previously described that silencing of the mitochondrial protein OPA1 enhances mitochondrial (Hattangady et al., 2011; Vinson et al., 1992) . Deesterification is 57 performed again by HSL (Kraemer et al., 2004) .
58
The dual action of HSL is under hormonal control. ACTH, 59 through cAMP-PKA, phosphorylates and thus activates the enzyme 60 (Hirsch and Rosen, 1984; Holm et al., 2000; Kraemer et al., 2004;  61 Trzeciak and Boyd, 1974) and also induces its expression eman and Moore, 2008; Holysz et al., 2011) . Calcium ion, the sec-63 ond messenger of angiotensin II, acts via CaMKII to activate 64 (Cherradi et al., 1998) and through p42/p44 mitogen-activated 65 protein kinase (Cherradi et al., 2003) to increase the expression 66 of HSL.
67
Transfer of the released cholesterol to the side-chain cleaving 68 enzyme cytochrome P450 scc (CYP11A1), located in the IMM, is car-69 ried out by a complex of cytosolic and mitochondrial proteins 70 (Rone et al., 2009 (Dyson et al., 2008; Fleury et al., 2004; Manna et al., 2002; Midzak 74 et al., 2011 the induction of StAR expression (Clark et al., 1995; Lucki et al., 78 2012; Martin et al., 2008) .
79
In adipocytes activated PKA phosphorylates and brings about 80 translocation of the cytosolic HSL to the membrane fraction (Hirsch 81 and Rosen, 1984 (Scorrano et al., 2002) and thus modifies the molecular dif-124 fusion between the lumen of the cristae and the IMS (Frey et al., 125 2002) and/or between the boundary (inner) and crista membrane 126 (Sukhorukov and Bereiter-Hahn, 2009 into the mitochondrial matrix (Fülöp et al., 2011) resulting in en-130 hanced aldosterone production (Spät et al., 2012) .
131
In addition to HSL another factor participating in lipolysis, Pli-132 n1a (formerly Plin A) has also been detected in Y-1 murine adreno-133 cortical cells (Servetnick et al., 1995) . Other Plin isoforms, 134 predominantly Plin1c (formerly Plin C), could also be detected fol-135 lowing incubation with cholesterol (Hsieh et al., 2012) . tantly, Plin1a was phosphorylated in a cAMP-dependent manner 137 (Servetnick et al., 1995 twice resuspended and recentrifuged in homogenation buffer.
244
The resulting pellet was shaken for 30 min at 37°C in an extracting 245 solution (Servetnick et al., 1995) and a few OPA1 spots could be found also out of the eGFP-labeled Table 2 ).
372
The balance of the long (L) and short (S) isoforms of OPA1 in the 
388
( Fig. 5 and Supplementary Fig. 2 ), the effect of silencing was not 389 statistically significant (p = 0.19). Supplementary Fig. 3 ). mone production are also synthesized (Coulombe et al., 1996; 430 Hattangady et al., 2011; Spät and Hunyady, 2004 
454
tion of HSL (Greenberg et al., 2011; Pidoux et al., 2011) . HSL is a 455 major or sole factor responsible for cholesterol esterase activity 456 in steroid producing tissues including the adrenal cortex (Kraemer 457 et al., 2004) . Plin 1 has been detected in a murine adrenocortical 458 cell line (Servetnick et al., 1995) . In analogy to lipocytes (Brasaemle 459 et al., 2009; Sztalryd et al., 2003; Zhang et al., 2003) it can be Highest aldosterone responses were attained in the OPA1-silenced cells (Tukey test, p = 10 À4 ). Fig. 7 . Effect of knock-down of OPA1 on long-term aldosterone production. The cells were transfected as described for Fig. 6 , however, two days after plating the cells were stimulated with db-cAMP (0.5 mM) or angiotensin II (10 nM) for 24 h. Mean + SEM of 6 experiments derived from 4 separate cell passages are shown. The effect of agonists and that of RNA were highly significant (ANOVA, p ( 10 À6 ).
Highest aldosterone responses were attained in the OPA1-silenced cells (Tukey test, p = 10
À4
). (Satoh et al., 2003) , the damage of the OMM may lead to the leakage 525 of short isoforms only. (Note that only a small fraction of cyto-526 chrome c is bound to membranes (Cortese et al., 1998) after a lag-time of a few minutes in rat (Tremblay et al., 1991) and 544 human glomerulosa cells (Gallo-Payet et al., 1996) . Similarly to 545 myocardiac cells (Sperelakis and Schneider, 1976) (Enyedi et al., 1985) , followed by Ca 2+ influx (Hunyady 579 et al., 1994; Kramer, 1988 nists. In addition to G q angiotensin II also activates the adenylyl cy-590 clase inhibitory G protein G i (Enyedi et al., 1986; Maturana et al., 591 1999 ). This may be the reason why the peptide does not increase 592 the generation of cAMP (Bell et al., 1981; Hausdorff et al., 1987) de-593 spite the probable expression (Tait and Tait, 1999) of Ca 2+ sensitive 594 isoforms of adenylyl cyclase (Hanoune and Defer, 2001 ).
595
Cytosolic Ca 2+ signal is transferred into the mitochondrial ma-596 trix (Hajnóczky et al., 1995; Pralong et al., 1992; Rizzuto et al., 597 1992) (Fülöp et al., 2011) . This enhancement was associated with in-606 creased aldosterone production (Spät et al., 2012 also by enhanced cholesterol transport through the IMM into the 624 matrix, as observed in trophoblast cells (Wasilewski et al., 2012) . 
